Objective. The study aimed to investigate the relationship between ankle involvement and disease activity in rheumatoid arthritis (RA), from clinical and ultrasound perspectives. 
Introduction
Clinicians often encounter in clinical practice patients with rheumatoid arthritis (RA) whose disease onset started with ankle involvement or, who have persistent ankle involvement despite achieving disease remission defined by composite scores (e.g. DAS28 ). The first (1) observation was recently confirmed in a large national cohort, in which 43.8% of RA patients reported that their disease started with ankle or foot symptoms . The second observation (2) was acknowledged by the European League against Rheumatism (EULAR) taskforce who recommended including ankles in order to define RA Boolean remission . Clinical (3) evaluation of ankle joints can be difficult due to their complex anatomy and multiple possible confounders which can decrease the accuracy for the detection of RA-related involvement (for example obesity). Complementing clinical examination, musculoskeletal ultrasound is useful for a more objective evaluation of RA ankle involvement . (4) Podiatrists have observed that the clinicallyjustified recommendation to evaluate ankles in RA management, although present in many practical guidelines, is supported by few and low quality literature evidence . The rarity of (5) ankle studies in RA is certain, but a more important problem is that some of this evidence is contradictory. Using both clinical examination and US, Elsaman observed et al. (6) that RA patients with ultrasound-defined ankle synovitis had significantly higher DAS28, but Gutierrez reported no significant et al . (7) association of ankle ultrasound findings with DAS28.
Objective
In the above context, we aimed to investigate the relationship of ankle involvement and disease activity in RA, from clinical and ultrasound perspectives. For the purpose of this article, we will limit the analysis to clinical examination and ultrasound-defined synovial hypertrophy (SH) and power Doppler detection, following that tendon involvement related to disease activity and ankle involvement in RA remission be reported in subsequent articles. h i s t o r y a n d c u r r e n t a n t i -r h e u m a t i c treatment. Obesity was defined as body mass index above 30 kg/m . Standard 28-2 joint tender/swollen counts were performed and disease activity scores (DAS) were computed: DAS28 using C-reactive protein (1) (CRP, which is better correlated with synovial i n f l a m m a t i o n t h a n e r y t h r o c y t e sedimentation rate -ESR ) and SDAI ( 9 ) (simplified disease activity index) . 
Ankle ultrasound
Ankle ultrasound scans were performed and interpreted by a single rheumatologist with more than 7 years of experience in RA patients (Figure 1 ), on the same day as the clinical examination and blinded to its result.
Using an Esaote MyLabTwice machine (12) (13) (14) (15) (16) (17) (18) MHz linear transducer), both ankles were s c a n n e d a c c o r d i n g t o t h e E U L A Rr e c o m m e n d e d a n k l e t e c h n i q u e .
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Results
The study included 183 patients with established RA ( (Table 3 ).
The presence of ankle SH was associated with higher disease activity ( Table 2 ).
Discussion
The observed association of ankle SH with higher disease activity confirms the results of Elsaman . In addition to their results, et al. (6) we observed further proof of causality: on one hand, not only the presence of SH, but did not observe this et al. (7) evidence could be due to its absence from their study sample, which was more tightly controlled regarding disease activity: compared to our sample, their patients had a lower mean disease duration (3. ankles . (16) RAI was then included in Mallya 's 1981 index , which was first used in a modified (17) form (van Riel's 1984 index) to assess response to treatment in a clinical trial . RAI (18) was also included in the first form of DAS (1990) which was validated in 1992 for (19) clinical trials . (20) In 1985, Egger reduced joint counts, et al. (21) but did not exclude ankles, and in 1989 Fuchs et al. (22) proposed the 28 joint count and excluded ankles. Without denying the importance of RA ankle involvement, the authors motivated the exclusion of ankles with two arguments (excess time needed to c l i n i c a l l y e v a l u a t e t h e s e j o i n t s a n d confounding diagnoses which can mimic RA involvement), even though in their study, ankles and wrists had equal Lansbury index weighting and elbows and thumbs were less frequently involved clinically than ankles.
Finally, the 28 joint count was used in 1995 to develop and validate the current DAS28 by Prevoo . The authors compared the et al. (1) ability of scores with traditional joint counts and when regression analysis was slightly different, using highly subjective endpoint definitions of discriminative levels of activity.
Probably today's b/tsDMARD-naïve RA patients are the same as 25 years ago when DAS28 appeared, but patients on these drugs, especially those in DAS28-defined remission, can conceal subclinical active s y n o v i t i s , a n d c a n p r o g r e s s ( 2 3 ) radiographically . This is true not only (24) clinically, but it is reflected RA synovitis histopathology: Orr . reported that et al (9) 49.4% of patients with normal CRP and has already proved that the absence of PD signals, not DAS28 remission, predicts the lack of radiographic progression . In ( 2 6 ) contrast to controlled trials, clinicians are free to diagnose and treat cases of RA which do not fulfil the classification criteria and to (8) adjust RA treatment of patients in DAS28 remission with ankle involvement. Perhaps, a more accurate clinical evaluation of RA activity would be obtained by using a DAS30 (DAS28 with ankles) or the original DAS, in order to increase the possibility to attain true remission in each patient.
Several study limitations should be taken into consideration when assessing the relevance of our results: the cross sectional study design, the lack of an inter-observer study, the fact that clinical examination was not done individually at the level of each ankle structure (joint, tendon) and the fact that bone damage (erosions) was not e v a l u a t e d e i t h e r b y c o n v e n t i o n a l radiography or ultrasound.
Conclusion
Clinical ankle involvement and ultrasound- 
